AN 1992:22038020 BIOTECHNO 

AB The over-expression of the proto-oncogene HER -2 (c-erbB-2/neu) in 

ovarian, endometrial and* mammary carcinoma is an important indicator for 
poor prognosis. We have previously shown in 3 out 4 ovarian carcinoma 
cell lines an interf eron-gamma (IFN-y) -mediated reduction in HER -2 
specific protein and RNA levels. The oncogene expression was lowered only 
in the ovarian carcinoma cell lines but not in 3 IFN-y-sensitive 
human breast cancer cell lines. We extended our observations also to I FN 
type I, a and © . The expression of the oncogene was measured 
by both the pl85(HER-2) EL ISA and in selected cases by a living cell 
radioimmunoassay using the monoclonal antibody (MAb) 4D5 against the 
extracellular domain. Both I FN types reduced the expression of HER -2 in 
the ovarian carcinoma cell lines OVCAR-3, HTB-77, 2774 and SKOV-6, and in 
the SKUT-2 endometrial carcinoma cells. In contrast, SKOV-8 human ovarian 
carcinoma cells were sensitive for both I FN- types regarding 
proliferation, but only IFN-y reduced proto-oncogene expression. In 
the SKBR-3 human mammary carcinoma cells, neither I FN- type had an effect 
on HER -2 expression. The antibodies 4D5, 7C2, 3E8, 

and 3H4 which bind to the extracellular domain of pl85(HER-2) protein 
specifically inhibited anchorage -independent growth of SKBR-3 and HTB-77 
cells. Expression of the oncogene HER -2 is the leading prognostic factor 
in ovarian cancer. Its modulation might represent a mechanism by which 
IFN-s inhibit cell proliferation. 
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1988 : 18169754 BIOTECHNO 

Rapid titration of bovine, caprine and human RS virus 
by a micro- immunoperoxidase assay using a monoclonal 
antibody and a permissive ovine kidney cell line 
Belanger F.; Alain R. ; Payment P.; Lecomte J.; Trudel 
M. 

Institut Armand-Frappier, Universite du Quebec, Centre 
de Recherche en Virologie, Ville de Laval, Que. H7N 
4Z3, Canada. 

Journal of Virological Methods, (1988), 20/2 (101-107) 
CODEN: JVMEDH ISSN: 0166-0934 
Journal; Article 
Netherlands 
English 
English 
1988 : 18169754 BIOTECHNO 

An indirect immunoperoxidase micro-assay, using a continuous cell line 
derived from ovine kidney cells (OK) and a previously characterized 
monoclonal antibody (7C2) , specific for an exposed 

and highly conserved epitope of the fusion protein of different strains 
of RS virus, was used advantageously to rapidly titrate bovine, caprine 
and human strains of RSV by either quantal (TCID . sub . 5 . sub . 0) or plaque 
forming assays .. Virus titers, obtained in less than 36 h, were in 
agreement with those obtained by the conventional plaque assays which 
required an incubation period of 4 days or more. This assay is also 
applicable to micro-neutralization of fusion inhibition assays for 
testing serum or screening monoclonal antibodies. 

L10 ANSWER 4 OF 5 BIOTECHNO COPYRIGHT 2 004 Elsevier Science B.V. on STN 
ACCESSION NUMBER: 1987:180195 97 BIOTECHNO 

TITLE: Respiratory syncytial virus fusion glycoprotein: 

further characterization of a major epitope involved 
in virus neutralization 

Trudel M. ; Nadon F . ; Seguin C. ; Payment P.; Talbot 
P.J. 

Centre de Recherche en Virologie, Institute 
Armand-Frappier, Universite du Quebec, Ville de Laval, 
Que. H7N 423, Canada. 



AUTHOR : 

CORPORATE SOURCE: 



SOURCE: Canadian Journal of Microbiology, (1987), 33/10 

(933-938) 

CODEN: CJMIAZ ISSN: 0008-4166 
DOCUMENT TYPE: Journal; Article 

COUNTRY : Canada 
LANGUAGE : Engl i sh 

SUMMARY LANGUAGE: French; English 

AN 1987:18019597 BIOTECHNO 

AB Competition experiments and biological assays with a panel of 15 

monoclonal antibodies confirmed the presence of a least four antigenic 
sites on the fusion protein of human respiratory syncytial virus, three 
of which were involved in virus neutralization. One antigenic site, 
recognized by two strongly neutralizing antibodies, was conserved after 
reduction and denaturation and shown by immunob lot ting to be localized on 
the F.sub.l fragment of the fusion protein. Cleavage of this protein with 
staphylococcal protease V8 or papain produced a series of smaller 
peptides from 11 to 7 kilodaltons that retained this important 
neutralization determinant. Compared with the other neutralization sites, 
the epitope defined by monoclonal antibody 7C2 thus 

appears as the major neutralization epitope. Our peptide mapping results 
support the hypothesis that this major epitope is composed of a 
continuous sequence on the viral genome. 

L10 ANSWER 5 OF 5 LIFESCI COPYRIGHT 2 004 CSA on STN 
ACCESSION NUMBER: 83:27789 LIFESCI 

TITLE: A monoclonal antibody to kidney endopeptidase-24 . 11 . Its 

application in immunoadsorbent purification of the enzyme 
and immuno fluorescent microscopy of kidney and intestine. 

AUTHOR: Gee, N.S.; Matsas, R. ; Kenny, A.J. 

CORPORATE SOURCE: Dep. Biochem. , Univ. Leeds, Leeds LS2 9JT, UK 

SOURCE: BIOCHEM. J., (1983) vol. 214, no. 2, pp. 377-386. 

DOCUMENT TYPE: Journal 

FILE SEGMENT: M; L 

LANGUAGE : Engl i sh 

SUMMARY LANGUAGE: English 

AB Hybridoma methodology has been used to produce a monoclonal 
antibody, GK 7C2, that binds specifically to microvillar 

endopeptidase-24 . 11 (EC 3.4.24.11). It was used to purify the enzyme from 
pig kidney. The enzyme had an apparent M sub(r) of 90,000 and contained 
endopeptidase activity sensitive to phosphoramidon . The identity was 
confirmed by immunoadsorbent purification of endopeptidase-24 . 11 by a 
column to which GK 7C2 had been attached. The endopeptidase, purified in a 
yield of 40%, was electrophoretically homogeneous and of specific activity 
• comparable with that purified by other means. Fluorescence microscopy 
established that GK 7C2 bound specifically to the luminal membranes of 
kidney tubules and the intestinal mucosa. Thus endopeptidase-24 . 11 is 
located in the brush-border membranes of both cell types. 
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*************5 Col umbu s *************** 
FILE 1 HOME ' ENTERED AT 16:50:30 ON 08 SEP 2004 
=> file .meeting 

' EVENTLINE ' IS NOT A VALID FILE NAME 

Enter "HELP FILE NAMES" at an arrow prompt {=>) for a list of files 
that are available. If you have requested multiple files, you can 
specify a corrected file name or you can enter . "IGNORE" to continue 
accessing the remaining file names entered. 
ENTER A FILE NAME OR (IGNORE) : ignore 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE * AGRICOLA 1 ENTERED AT 16:50:48 ON 08 SEP 2004 
FILE ' BIOTECHNO ' ENTERED AT 16:50:48 ON 0 8 SEP 2 0 04 

COPYRIGHT (C) 2004 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 'CONFSCI 1 ENTERED AT 16:50:48 ON 08 SEP 2004 
COPYRIGHT (C) 2 004 Cambridge Scientific Abstracts (CSA) 

FILE 'HEALSAFE' ENTERED AT 16:50:48 ON 08 SEP 2004 
COPYRIGHT (C) 2 004 Cambridge Scientific Abstracts (CSA) 



FILE ' IMSDRUGCONF 1 ENTERED AT 16:50:48 ON 08 SEP 2004 
COPYRIGHT (C) 2004 IMSWORLD Publications Ltd. 

FILE 'LIFESCI' ENTERED AT 16:50:48 ON 08 SEP 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE 1 MEDICONF 1 ENTERED AT 16:50:48 ON 08 SEP 2 004 

COPYRIGHT (c) 2 004 FAIRBASE Datenbank GmbH, Hannover, Germany 

FILE ' PASCAL ' ENTERED AT 16:50:48 ON 08 SEP 2004 

Any reproduction or dissemination in part or in full, 

by means of any process and on any support whatsoever 

is prohibited without the prior written agreement of INIST-CNRS. 

COPYRIGHT (C) 2004 INIST-CNRS. All rights reserved. 

=> (AMER5 or 7C2 ) (3A) antibody 



LI 0 FILE AGRICOLA 

L2 4 FILE BIOTECHNO 

L3 0 FILE CONFSCI 

L4 0 FILE HEALSAFE 

L5 0 FILE IMSDRUGCONF 

L6 2 FILE LIFESCI 

L7 0 FILE MEDICONF 

L8 1 FILE PASCAL 

TOTAL FOR ALL FILES 

L9 7 (AMER5 OR 7C2) (3A) ANTIBODY 



= > dup rem 

ENTER L# LIST OR (END) :19 

DUPLICATE IS NOT AVAILABLE IN 'IMSDRUGCONF, MEDICONF'. 
ANSWERS FROM THESE FILES WILL BE CONSIDERED UNIQUE 
PROCESSING COMPLETED FOR L9 

L10 5 DUP REM L9 (2 DUPLICATES REMOVED) 



=> d 110 ibib abs total 
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1992 :22179176 



1992 :22179176 BIOTECHNO 

Radiolabeled antibody targeting of the HER-2/neu 
oncoprotein 

De Santes K. ; Slamon D.; Anderson S.K.; Shepard M . ; 
Fendly B.; Maneval D.; Press O. 

University of Washington, Cancer Center, Mailstop 
RC-08, Seattle, WA 98195, United States. 
Cancer Research, (1992), 52/7 (1916-1923) 
CODEN: CNREA8 ISSN: 0008-5472 
Journal / Article 
United States 
English 
English 
BIOTECHNO 

The HER-2/neu oncogene encodes a M(r) 185,000 transmembrane 
phosphoglycoprotein which is overexpressed in 25-35% of breast and 
ovarian neoplasms and portends a poor prognosis. We have studied the 
feasibility of targeting this oncoprotein, designated pl85, with 
radioiodinated murine monoclonal antibodies (muMABs) 4D5 and 
7C2, which recognize distinct epitopes on its extracellular 
domain. The rates of internalization and catabolism of these antibodies 
were analyzed by cellular radioimmunoassay and electron microscopy. After 
binding to NIH3T3 HER-2/neu cells, which show high surface expression of 
pl85, the muMABs were endocytosed via coated pits, routed to lysosomes, 
and degraded. Approximately 44% of . sup . 1 . sup . 2 . sup . 5I-4D5 and 39% of 
. sup . 1 . sup . 2 . sup . 51- 7C2 were catabolized by tumor cells after 24 h. The 
biodistribution of radiolabeled 4D5 and 7C2 were evaluated in beige/nude 
mice bearing s.c. NIH3T3 HER-2/neu grafts. A high specificity of 
localization was seen with tumor: organ ratios of activity generally 
ranging from 5:1 to 30:1. However, the percentage injected dose of 
radioactivity per gram of tumor declined sharply from 25% at 24 h to 5% 
at. 12 0 h postinjection. Treating the animals with 400-700 \xCi 
. sup. 1 . sup. 3 . sup. 1I-4D5 caused a marked inhibition of tumor growth, 
although no mice were cured. Unlabeled 4D5 had no effect on tumor 
progression in this model, but administering 400-700 uCi of 
. sup. 1 . sup. 3 . sup. 1I-DA4-4 , an isotype- matched irrelevant muMAB, resulted 
in an intermediate degree of growth retardation. Analysis of kinetic 
blood data and whole-body time-activity curves indicated that the 
irrelevant conjugate remained in the body 2-3 times longer than 
. sup . 1 . sup . 3 . sup . 1I-4D5 . Radioiodinated anti -HER-2/neu muMABs are 
attractive agents for radioimmunodiagnosis and radioimmunotherapy of 
aggressive HER- 2/neu-positive breast and ovarian carcinomas, but 
effective strategies for retarding intratumoral catabolism may be 
necessary to optimize their clinical utility. 
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1992 :22038020 BIOTECHNO 

Effects of interferons on the expression of the 
proto-oncogene HER- 2 in human ovarian carcinoma cells 
Marth C; Cronauer M.V.; Doppler W. ; Ofner D.; Ullrich 
A. ; Daxenbichler G. 

Dept. Obstetrics/Gynecology , Innsbruck University 

Clinic, Anichstrasse 35,A-6020 Innsbruck, Austria. 

International Journal of Cancer, (1992) , 50/1 (64-68) 

CODEN: IJCNAW ISSN: 002 0-713 6 

Journal; Article 

United States 

English 

English 
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result in loss of user privileges and other penalties . 

************* Columbus *************** 



FILE 1 HOME * ENTERED AT 16:06:26 ON 08 SEP 2004 



-> file .meeting 

' EVENTLINE 1 IS NOT A VALID FILE NAME 

Enter "HELP FILE NAMES " at an arrow prompt (=>) for a list of files 
that are available. If you have requested multiple files, you can 
specify a corrected file name or you can enter "IGNORE" to continue 
accessing the remaining file names entered. 
ENTER A FILE NAME OR (IGNORE) : ignore 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 



FILE 1 AGRICOLA' ENTERED AT 16:06:37 ON 0 8 SEP 2 0 04 



FILE ' BIOTECHNO ' ENTERED AT 16:06:37 ON 08 SEP 2004 

COPYRIGHT (C) 2004 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 'CONFSCI' ENTERED AT 16:06:37 ON 08 SEP 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 

FILE 'HEALSAFE' ENTERED AT 16:06:37 ON 08 SEP 2 004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE 1 IMSDRUGCONF ' ENTERED AT 16:06:37 ON 08 SEP 2004 
COPYRIGHT (C) 2004 IMSWORLD Publications Ltd. 



FILE 'LIFESCI' ENTERED AT 16:06:37 ON 08 SEP 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE ' MEDICONF 1 ENTERED AT 16:06:37 ON 08 SEP 2004 

COPYRIGHT (c) 2 0 04 FAIRBASE Datenbank GmbH, Hannover, Germany 

FILE 'PASCAL' ENTERED AT 16:06:37 ON 08 SEP 2004 

Any reproduction or dissemination in part or in full, 

by means of any process and on any support whatsoever 

is prohibited without the prior written agreement of INIST-CNRS. 

COPYRIGHT (C) 2004 INIST-CNRS. All rights reserved. 



=> HER2 (3A) (ECD) (12A) antibody 



LI 0 FILE AGRICOLA 

L2 2 FILE BIOTECHNO 

L3 0 FILE CONFSCI 

L4 0 FILE HEALSAFE 

L5 0 FILE IMSDRUGCONF 

L6 1 FILE LIFESCI 

L7 0 FILE MEDICONF 

L8 1 FILE PASCAL 



TOTAL FOR ALL FILES 

L9 4 HER2 (3A) (ECD) (12A) ANTIBODY 

=> dup rem 

ENTER L# LIST OR (END) : 19 

DUPLICATE IS NOT AVAILABLE IN 'IMSDRUGCONF, MEDICONF'. 
ANSWERS FROM THESE FILES WILL BE CONSIDERED UNIQUE 
PROCESSING COMPLETED FOR L9 

L10 2 DUP REM L9 (2 DUPLICATES REMOVED) 



=> d 110 ibib abs total 
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AB 



2000 : 30399203 BIOTECHNO 

Circulating HER2 extracellular domain and resistance 
to chemotherapy in advanced breast cancer 
Colomer R. ; Montero S.; Lluch A.; Ojeda B.; Barnadas 
A.; Casado A./ Massuti B.; Cortes-Funes H. ; Lloveras 
B. 

R. Colomer, Servicio de Oncologia Medica, Hospital 12 
de Octubre, 28041 Madrid, Spain. 
E-mail: rcolomer@hdoc.insalud.es 

Clinical Cancer Research, (2000), 6/6 (2356-2362), 40 
reference (s) 

CODEN: CCREF4 ISSN: 1078-0432 
Journal; Article 
United States 
English 
English 
2000:30399203 BIOTECHNO 

To test the hypothesis of an association between HER2, and chemotherapy 
resistance, we performed a prospective assessment of the predictive value 
of the circulating HER2 extracellular domain (ECD) in patients with 
advanced breast carcinoma in the setting of a multicenter Phase II trial 
using paclitaxel and doxorubicin. Serum samples were collected from 58 
patients with metastatic breast carcinoma before first-line chemotherapy 
for advanced disease, and the levels of circulating HER2 
ECD were measured using an enzyme immunoassay. 
Immunohistochemistry with anti-HER2 monoclonal antibody CB11 
was used to assess the overexpression of HER2 in the primary tumors. When 
450 fmol/ml was used as a cutoff, 24 cases (41%) had elevated HER2 ECD 
levels. Elevated levels of circulating HER2 ECD were associated with the 
expression of HER2 in the primary tumor tissue and with the metastatic 
tumor burden (evaluated with the marker CA 15-3; P = 0.032 and P = 0.002, 
respectively) but not with variables such as menopausal status, stage at 
diagnosis, previous adjuvant therapy, or the number of metastatic sites. 
The levels of circulating HER2 ECD correlated inversely with the response 
to treatment. The probability of obtaining a complete response to 
chemotherapy was significantly lower (P = 0.021) in patients with 
elevated HER2 ECD levels (0%; 95% confidence interval, 0-13%) compared 
with patients with nonelevated HER2 (26%; 95% confidence interval, 
12-45%) . In addition, the duration of clinical response was significantly 
shorter in patients with elevated HER2 ECD, compared with the cases with 
nonelevated HER2 (7.5 versus 11 months; P = 0.035). In conclusion, 
elevated levels of circulating HER2 ECD in patients with metastatic 
breast cancer correlate with reduced efficacy of a paclitaxel -doxorubicin 
chemotherapy combination. We suggest that the poor response rate 
associated with HER2 expression in advanced breast cancer may not be 
reversed by aggressive chemotherapy alone. 
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1990 : 20263864 BIOTECHNO 

ELISA for quantitation of the extracellular domain of 
pl85(HER2) in biological fluids 

Sias P.E.; Kotts C.E.; Vetterlein D.; Shepard M. ; Wong 
W.L.T. 

Immunology Research and, Assay Technologies, Genentech 
Inc., 460 Point San Bruno Boulevard, South San 
Francisco, CA 94080, United States. 
Journal of Immunological Methods, (1990), 132/1 
(73-80) 



CODEN: JIMMBG ISSN: 0022-1759 
DOCUMENT TYPE: Journal; Article 

COUNTRY : Netherlands 
LANGUAGE: English 
SUMMARY LANGUAGE: English 
AN 1990:20263864 BIOTECHNO 

AB The HER2/neu proto-oncogene encodes a receptor that belong to the 

tyrosine-specif ic protein kinase family. Amplification of the HER2 gene 
in patients with breast and ovarian cancer has been shown to predict 
poorer survival rates. In order to understand the role of HER2 in 
malignant and normal cells, it is necessary to devise assays that can 
quantitate expression levels of the HER2 gene product (pl85(HER2)) in 
production samples, biopsy specimens and biological fluids. We have 
developed a simple, quantitative EL ISA that uses two monoclonal 
antibodies directed against the extracellular domain of the HER2 
gene product, pl85(HER2) (HER2 ECD) . The 

assay has a detection range of 0.25-120 ng/ml, is precise and sensitive. 
The ability of this assay to detect biologically active rHER2 ECD is 
demonstrated by its correlation to a growth inhibitory bioassay (r = 
0.92). The sandwich ELISA can also accurately quantitate rHER2 ECD in 
mouse and monkey serum. This assay should be useful for quantitating low 
levels of circulating rHER2 ECD in animals in which rHER2 ECD is being 
used as antigen for immunotherapy and in patients which 'shed' receptor. 




CORPORATE SOURCE: 
SOURCE : 



DOCUMENT TYPE: 



LANGUAGE : 
ENTRY DATE: 



Increased levels of circulating HER2 ECD 

in response to anti-HER2 antibody therapy. 

Park, J. W. [Reprint author]; Colbern, G.; Nuijens, A. 

Baselga, J.; McMillan, A.; Henderson, I. C; 

Papahadjopoulps , D.; Benz, C. C. 

UCSF, San Francisco, CA 94143, USA 

Breast Cancer Research and Treatment, (Oct., 1997) Vol 
No. 1, pp. 67. print. 

Meeting Info.-: 2 0th Annual San Antonio Breast Cancer 
Symposium. San Antonio, Texas, USA. December 3-6, 1997 
CODEN: BCTRD6 . ISSN: 0167-6806. 
Conference / (Meeting) 

Conference; Abstract; (Meeting Abstract) 
Conference; (Meeting Poster) 
English 

Entered STN : 3 0 Jan 1998 
Last Updated on STN: 30 Jan 1998 
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4 BIOSIS COPYRIGHT (c) 2 004 The Thomson Corporation. on STN 

1997:33318 BIOSIS 
PREV1997993 39721 ^ 

186-Re-labeled antibodies to pl85-HER2 as HER2-targeted 
radioimmunopharmaceutical -agents : Comparison of physical 
and biological characteristics with 1251 and 1311-labeled 
rparts . 

^Kotts^C. E. [Reprint author]; Su, F. M. ; Leddy, C; Dodd, 
TTT^Scates, S.; Shalaby, M. R. ; Wirth, C. M. ; Giltinan, D.; 
Schroff, R. W.; Fritzberg, A. R.; Shepard, H. M. ; Slamon, 
D.fJ.; Hut chins, B. M. 

Genentech Inc., Mail Zone 65, 460 Point San Bruno Blvd., S. 
San Francisco, CA 94080, USA 

Cancer" Biotherapy and Radiopharmaceuticals, (1996) Vol. 11, 

No. 2, pp. 133.-144. 

ISSN: 1084-9785 . 
Article 
English 

Entered STN: 28 Jan 1997 
Last Updated on STN: 28 Jan 1997 
AB Overexpression of the HER2/neu protooncogene has been shown to correlate 
with poor clinical prognosis. A murine monoclonal antibody 
(4D51 directed against the extracellular domain (ECD) of pl85- 
HER2 has been shown to inhibit in vitro and in vivo growth of 
carcinomas overexpressing HER2 and has been humanized (rhuMAb HER2) . The 
r objective of the study was the identif ication_of. an agent which might be 
useful for in vitro studies, tumor imaging and/or radioimmunotherapy by 
linking beta^emitting radionuclides to these HER2 -targeted antibodies. 
Murine 4D5 and humanized * rhuMAb HER2 were radiolabeled ^ t-.fr^ TSRT, 1311 or 
186Re. Physical characteristics (TCA precipitabilitv^SDS^P^pE, size" 
exclusion chromatography), b inding affin ities to th^gER2 Ep^r(in an ELISA 
and on SK-BR-3 cells) and a ntiproliferati ve activities^ot-'£he i radiolabeled 
anTtbodirec were determined." Although 1311 -4D5 and" 1 i 1 1 - r huMAfc r HER2 
usually retained gt 85% ECD binding, they exhibited increased aggregation 
and fragment content, drastically reduced antiproliferative activities and 
poor stability upon storage at 4 degree C. For these antibody 
preparations, conservation of binding did not necessarily correlate with 
preservation of bioactivity indicating the importance of bioactivity 
determinations in radiolabeled antibody studies. Conversely, 4D5 and 
rhuMAb HER2 labeled with 1251 or 186Re maintained physical properties, ECD 
binding, antiproliferative activities and were stable upon storage at 4 
degree C for at least 8 days. The superior retention of physical and 
biological characteristics of 186Re-labeled 4D5 and rhuMAb HER2 compared 
with their 1311-labeled counterparts suggests the potential for their use 
as radioimaging and radioimmunotherapeutic agents in the treatment of HER2 
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L26 ANSWER 1 OF 4 J EMBASE COPYRIGHT 2004 ELSEVIER INC. ALL RIGHTS RESERVED. 

on s\n J J 

ACCESSION m^gpj^ / 2000217009 EMBASE 

TITLE: / Circulating HER2 extracellular domain and resistance to 
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AB To test the hypothesis of an association between HER2 , and chemotherapy 

resistance, we performed a prospective assessment of the predictive value 
of the circulating HER2 extracellular domain (ECD) in patients with 
advanced breast carcinoma in the setting of a multicenter Phase II trial 
using paclitaxel and doxorubicin. Serum samples were collected from 58 
patients with metastatic breast carcinoma before first-line chemotherapy 
for advanced disease, and the levels of circulating HER2 
ECD were measured using an enzyme immunoassay. 

Immunohistochemistry with a nti-HER2 m o noclonal antibody CB11 was 
used t o assess the overexpression of HER2 in the primary tu mors . When 450 
fmol/ml was used as a cutoff, 24 cases' (41%) had elevated HER2 ECD levels. 
Elevated levels of circulating HER2 ECD were associated with the 
expression of HER2 in the primary tumor tissue and with the metastatic 
tumor burden (evaluated with the marker CA 15-3; P = 0.032 and P = 0.002, 
respectively) but not with variables such as menopausal status, stage at 
diagnosis, previous adjuvant therapy, or the number of metastatic sites. 
The levels of circulating HER2 ECD correlated inversely with the response 
to treatment. The probability of obtaining a complete response to 
chemotherapy was significantly lower (P = 0.021) in patients with elevated 
HER2 ECD levels (0%; 95% confidence interval, 0-13%) compared with 
patients with nonelevated HER2 (26%; 95% confidence interval, 12-45%) . In 
addition, the duration of clinical response was significantly shorter in 
patients with elevated HER2 ECD, compared with the cases with nonelevated 
HER2 (7.5 versus 11 months; P = 0.035). In conclusion, elevated levels of 
circulating HER2 ECD in patients with metastatic breast cancer correlate 
with reduced efficacy of a paclitaxel-doxorubicin chemotherapy 
combination. We suggest that the poor response rate associated with HER2 
expression in advanced breast cancer may not be reversed by aggressive 
chemotherapy alone. 
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developed that uses 2 monoclonal antibodies directed against the 
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rHER2 " ECD is demonstrated by its correlation to a growth inhibitory 
bioassay. The sandwich ELISA can also accurately quantitate rHER2 ECD in 
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used as an antigen for immunotherapy and in patients which shed receptor. 
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To test the hypothesis of an . association between HER2 , and chemotherapy 
resistance, we performed a prospective assessment of the predictive value 
of the circulating HER2 extracellular domain (ECD) in patients with 
advanced breast carcinoma in the setting of a multicenter Phase II trial 
using paclitaxel and doxorubicin. Serum samples were collected from 58 
patients with metastatic breast carcinoma before first-line chemotherapy 
for advanced disease, and the levels of circulating HER2 
ECD were measured using an enzyme immunoassay. 
Immunohistochemistry with anti-HER2 monoclonal antibody CB11 
was used to assess the overexpression of HER2 in the primary tumors. When 
450 fmol/ml was used as a cutoff, 24 cases (41%) had elevated HER2 ECD 
levels. Elevated levels of circulating HER2 ECD were associated with the 
expression of HER2 in the primary tumor tissue and with the metastatic 
tumor burden (evaluated with the marker CA 15-3; P = 0.032 and P = 0.002, 
respectively) but not with variables such as menopausal status, stage at 
diagnosis, previous adjuvant therapy, or the number of metastatic sites. 
The levels of circulating HER2 ECD correlated inversely with the response 
to treatment. The probability of obtaining a complete response to 
chemotherapy was significantly lower (P = 0.021) in patients with 
elevated HER2 ECD levels (0%; 95% confidence interval, 0-13%) compared 
with patients with nonelevated HER2 (26%; 95% confidence interval, 
12-45%) . In addition, the duration of clinical response was significantly 
shorter in patients with elevated HER2 ECD, compared with the cases with 
nonelevated HER2 (7.5 versus 11 months; P = 0.035). In conclusion, 
elevated levels of circulating HER2 ECD in patients with metastatic 
breast cancer correlate with reduced efficacy of a paclitaxel-doxorubicin 
chemotherapy combination. We suggest that the poor response rate 
associated with HER2 expression in advanced breast cancer may not be 
reversed by aggressive chemotherapy alone. 
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malignant and normal cells, it is necessary to devise assays that can 
quantitate expression levels of the HER2 gene product (pl85(HER2)) in 
production samples, biopsy specimens and biological fluids. We have 
developed a simple, quantitative ELISA that uses two monoclonal 
antibodies directed against the extracellular domain of the HER2 
gene product, pl85(HER2) (HER2 ECD) . The 

assay has a detection range of 0.25-120 ng/ml, is precise and sensitive. 
The ability of this assay to detect biologically active rHER2 ECD is 
demonstrated by its correlation to a growth inhibitory bioassay (r = 
0.92). The sandwich ELISA can also accurately quantitate rHER2 ECD in 
mouse and monkey serum. This assay should be useful for quantitating low 
levels of circulating rHER2 ECD in animals in which rHER2 ECD is being 
used as antigen for immunotherapy and in patients which 'shed* receptor. 
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AB Variant immunoglobulins, particularly humanized antibody polypeptides 

are provided, along with methods for their preparation and use. 
Consensus immunoglobulin sequences and structural models are also 
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AB The present invention relates to chimeric molecules for the stimulation 
of an anti -tumor immune response to facilitate immune eradication of 
breast, ovarian and other cancer cells. The chimeric molecules include a 
binding region which specifically binds to a tumor specific antigen and 
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methods for inducing a tumor specific immune response and compositions 
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gene product (ErbB2, also known as HER2 , or c-ErbB-2) . In particular 
aspects, the invention provides for the treatment of disorders 
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compounds of the invention. The invention also provides pharmaceutical 
compositions comprising the novel compounds as well as for their use in 



research, diagnostic, therapeutic, and prophylactic methods. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



LI 9 ANSWER 6 OF 18 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



US PAT FULL on STN 

2003 : 225711 USPATFULL 

Cell and tissue arrays and microarrays and methods of 
use 

Frantz, Gretchen, San Francisco, CA, UNITED STATES 
Landon, Trent Harris, San Francisco, CA, UNITED STATES 
Peale,, Franklin V., JR., San Carlos, CA, UNITED STATES 
Pham, Thinh Quang, San Bruno, CA, UNITED STATES 
Stephan, Jean Philippe F . , San Carlos, CA, UNITED 
STATES 

Dunlap, Debra Y. , Sunnyvale, CA, UNITED STATES 
Hillan, Kenneth J., San Francisco, CA, UNITED STATES 
GENENTECH, INC. (U.S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2003157523 Al 20030821 

US 2002-300546 Al 20021120 (10) 



NUMBER 



DATE 



PRIORITY INFORMATION: 



US 
US 
US 
US 
US 
US 



20020702 
20020617 
20020222 
20020207 
20011121 
20011120 



(60) 
(60) 
(60) 
(60) 
(60) 
(60) 



2002-393551P 
2002-389610P 
2002-359563P 
2002-355205P 
2001-332635P 
2001-332293P 
Utility 
APPLICATION 
GENENTECH, INC., 
94080 
160 
1 

12 Drawing Page(s) 
4103 

INDEXING IS AVAILABLE FOR THIS PATENT. 

The invention relates to biological arrays, biological microarrays, and 



DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



1 DNA WAY, SOUTH SAN FRANCISCO, CA, 



methods of using the arrrays and microarrays to detect the amount and/or 
presence of a biological molecule in a biological sample. Biological 
arrays of the invention comprise a solidified, sectionable matrix 
comprising a plurality of wells disposed therein and one or more 
biological samples disposed within the plurality of wells, which 
biological arrays optionally comprise an internal standard preparation 
and/or an orientation marker. Sections or slices of the biological 
arrays are mounted on a planar substrate surface to form cellular 
microarrays of the invention. In alternative cellular microarrays of the 
invention, the matrix material is a temperature- sensitive material 
removable from the microarray leaving cellular biological material on 
the substrate surface. 
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A stable lyophilized protein formulation is described which can be 
reconstituted with a suitable diluent to generate a high protein 
concentration reconstituted formulation which is suitable for 
subcutaneous administration. For example, anti-IgE and anti-HER2 
antibody formulations have been prepared by lyophilizing these 
antibodies in the presence of a lyoprotectant . The lyophilized mixture 
thus formed is reconstituted to a high protein concentration without 
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AB To test the hypothesis of an association between HER2 , and chemotherapy 

resistance, we performed a prospective assessment of the predictive value 
of the circulating HER2 extracellular domain (ECD) in patients with 
advanced breast carcinoma in the setting of a multicenter Phase II trial 
using paclitaxel and doxorubicin. Serum samples were collected from 58 
patients with metastatic breast carcinoma before first-line chemotherapy 
for advanced disease, and the levels of circulating HER2 
ECD were measured using an enzyme immunoassay. 
Immunohistochemistry with anti-HER2 monoclonal antibody CB11 
was used to assess the overexpression of HER2 in the primary tumors. When 
450 fmol/ml was used as a cutoff, 24 cases (41%) had elevated HER2 ECD 
levels. Elevated levels of circulating HER2 ECD were associated with the 
expression of HER2 in the primary tumor tissue and with the metastatic 
tumor burden (evaluated with the marker CA 15-3; P = 0.032 and P = 0.002, 
respectively) but not with variables such as menopausal status, stage at 
diagnosis, previous adjuvant therapy, or the number of metastatic sites. 
The levels of circulating HER2 ECD correlated inversely with the response 
to treatment. The probability of obtaining a complete response to 
chemotherapy was significantly lower (P =.0.021) in patients with 
elevated HER2 ECD levels (0%; 95% confidence interval, 0-13%) compared 
with patients with nonelevated HER2 (26%; 95% confidence interval, 
12-45%) . In addition, the duration of clinical response was significantly 
shorter in patients with elevated HER2 ECD, compared with the cases with 
nonelevated HER2 (7.5 versus 11 months; P = 0.035). In conclusion, 
elevated levels of circulating HER2 ECD- in patients with metastatic 
breast cancer correlate with reduced efficacy of a paclitaxel -doxorubicin 
chemotherapy combination. We suggest that the poor response rate 
associated with HER2 expression in advanced breast cancer may not be 
reversed by aggressive chemotherapy alone. 
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AB Methods for the high yield production of antibody Fv-containing 

polypeptides, especially Fab' and F (ab ' ) . sub . 2 antibody fragments are 
provided. Expression of heavy and light chain Fv in a microbial 
secretory system is followed by recovery of Fv from the periplasm under 
conditions that maintain a cysteine residue as a free thiol. The free 
thiol is reacted with free thiol of an antibody fragment of the same or 
differing specificity, or with agents such as diagnostic labels or 
therapeutic moieties. The products offer advantages of homogeneity and 
purity not available through the use of known methods for preparing such 
derivatives . 
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The HER2/neu proto- oncogene encodes a receptor that belongs to the 
tyrosine-specif ic protein kinase family. A simple, quant. ELISA was 
developed that uses 2 monoclonal antibodies directed against the 
extracellular domain of the HER2 gene product, pl85HER2 (HER2 
ECD) . The assay has a detection range of 0.25-120 ng/mL, is 
precise and sensitive. The ability of this assay to detect biol . active 
rHER2 ECD is demonstrated by its correlation to a growth inhibitory 
bioassay. The sandwich ELISA can also accurately quant itate rHER2 ECD in 
a mouse and monkey serum. This assay should be useful for quantitating 
low levels of circulating rHER2 ECD in animals in which rHER2 ECD is being 
used as an antigen for immunotherapy and in patients which shed receptor. 
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